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DETAILED ACTION 
Status of the Application 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.1 14. Applicant's submission filed on 
10/30/2006 has been entered. 

Claim(s) 1-5, 9-12, 17-23 have been cancelled. Claim(s) 25-30 have been 
added. Claim(s) 6-8, 13-16, 24-30 are pending. Claim(s) 6, 24 have been amended. 
Claim(s) 6-8, 13-16, 24-30 are examined herein. 

Applicant's arguments have been fully considered but found not persuasive. The 
rejection(s) of the last Office Action are maintained for reasons of record and modified 
below for Applicant's convenience. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 6-8, 13-16, 24-30 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Goldie et al. (USPN 4844909). 
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Goldie et al. teaches a solid release oral dosage form, the dosage form 
comprising a therapeutically effective amount of hydromorphone or salt thereof in a 
matrix wherein the dissolution rate in vitro of the dosage form, when measured by the 
USP Paddle Method of U.S. Pharmacopeia XXII (1990) at 100 rpm at 900 mL aqueous 
buffer at pH 1.6 and 7.2 and at 37 °C overlaps with those as instantly claimed 
(Abstract). Peak plasma level is achieved between 2 and 4 hours (Abstract). The 
amount of hydromorphone released at a pH of 1.6 is less than 10% than that released 
at any pH up to 7.2 (col. 1, lines 29-35). Therapeutic levels of hydromorphone are 
maintained in vivo for at least 12 hours (col. 2, lines 3-10). Compositions wherein peak 
plasma levels are achieved between 4 and 8 hours are also taught to provide at least 12 
hours of therapeutic effect (col. 2, lines 1 1-23). Gums, cellulose ethers, acrylic resins, 
C8-C50 long chain hydrocarbons, fatty acids, fatty alcohols, mineral oils, vegetable oils, 
waxes and polyalkylene glycols are disclosed as matrix materials (col. 2, line 47-col. 3, 
line 6). Dosage forms comprising between 2 and 40 mg of hydromorphone are taught 
(col. 2, lines 41-46). Blood plasma levels are exemplified as 1.0 ng/mL and 2.1 ng/mL 
at 12 hours and 1.1 ng/mL and 1 .4 ng/mL at 24 hours (Tables 5 and 6). 

Goldie et al. does not specifically disclose a dosage form wherein the peak 
plasma level is obtained between 4.42 and 8 hours after administration of the dosage 
form. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to prepare a dosage form wherein the peak plasma level is between 4.42 and 
8 hours after administration of the dosage form because it is well known in the 
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pharmaceutical art to have produced a formulation that gives a peak plasma level of the 
drug between 4 to 8 hours after adminsitration. One would have been motivated to 
prepare a dosage form, which achieved maximum plasma levels between 4.42 to 8 
hours because of an expectation of similar success in preparing a dosage form, which 
achieved therapeutic effects for at least 12 hours. 

Furthermore, even if between 2 and 4 hours is not considered inclusive of 4 
hours, it would have been obvious to one of ordinary skill in the art at the time of the 
invention to utilize a dosage form with a the peak plasma level obtained between 4 and 
8 hours after administration of the dosage form because Goldie et al. teaches that 
dosage forms achieving a peak plasma level between 2 and 4 hours are, surprisingly, 
interchangeable with dosage forms that achieve peak plasma levels between about 4 
and 8 hours after administration. Both dosage forms are taught to achieve the desired 
effect. Namely, both are taught to achieve a therapeutic effect for at least 12 hours. 
Accordingly, one would have been motivated to administer a dosage form that achieves 
a peak plasma level between 4 and 8 hours after administration because of an 
expectation of administering a dosage form suitable for achieving a therapeutic effect 
for at least 12 hours. 

It is noted that the exemplified clinical studies teach plasma levels at 24 hours 
wherein the amount present is a therapeutically effective amount because (1) the 
dosage form is taught to be therapeutically effective for at least 12 hours and the 
plasma levels at 24 hours are not significantly different than the plasma levels at 12 
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hours; and (2) the plasma levels are within the scope of the plasma levels as instantly 
claimed in claim 20. 

Response to Arguments 

Applicant argues that the amended range of 4.42 to 8 hours does not overlap 
with, and is neither taught nor suggested by, the range in Goldie of 2 to 4 hours. 

This is not persuasive because, as admitted by the Applicant, Goldie teaches the 
range of 2 to 4 hours. Therefore, it is obvious to one of ordinary skill in the art to have 
optimized the range of peak plasma level. 

Generally, mere optimization of ranges will not support the patentability of subject 
matter encompassed by the prior art unless there is evidence indicating such 
concentration or temperature is critical. "When the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimal or workable ranges by 
routine experimentation. In re Alien 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 
1955); see also In re Peterson, 315 F. 3d at 1330, 65 USPQ 2d at 1382 "The normal 
desire of scientists or artisans to improve upon what is already generally known 
provides the motivation to determine where in a disclosed set of percentage ranges is 
the optimum combination of percentages." MPEP 21 14.04. 

Applicant argues that the range of 4 to 8 hours in Goldie refers to a formulation of 
a "drug" and is not specific to hydromorphone. Applicant also argues that the Goldie 
reference makes no mention of the plasma level at 24 hours, which would be 
considered to be therapeutically effective. 
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This is not persuasive because the 4 to 8 hour range disclosed by Goldie refers 
to a formulation in the known pharmaceutical art to give a peak plasma drug level. 
Certainly, the disclosed hydromorphone (later on in the same paragraph) fits this 
criterion as being a drug known in the pharmaceutical arts for giving a peak plasma 
drug level in a controlled drug dosage form. Furthermore, the paragraph in Goldie 
reads "at least a 12 hour therapeutic effect," which the Examiner interprets as meeting n 
the claimed 24 hour effect. Again, it is noted that Goldie discloses that it is well known 
in the pharmaceutical art to produce a formulation that gives a peak plasma level of the 
drug between 4 to 8 hours after administration. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong S. Chong whose telephone number is (571)-272- 
8513. The examiner can normally be reached on M-F, 9-6. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SREENI PADMANABHAN can be reached on (571)-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
(571)-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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